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wherein: the carbon atom designated * is in the R or S configuration; 

R' is CrC6 alkyl, C2-C5 alkenyl, Cj-Ce alkynyl, C3-C6 cycloalkyl or C4-C7 



cycloalkylalkyl, each of which is optionally substituted with 1 to 3 substituents independently 
selected at each occurrence thereof from C1-C3 alkyl, halogen, aryl, -CN, OR' and -NR'R*°; 

R^ is H, Ci-Ce alkyl, Qj-Cft alkenyl, Cj-Ce alkynyl, C^-Cf, cycloalkyl, C4-C7 
cycloalkylalkyl or Ci-Ce haloalkyl; 

R' is H, halogen, -S(0)nR'^ -S(0)nNR'^R^^ -CN, -C(0)R'^ -C(0)NR"R^\ C.-Ce 
alkyl, Cj-Q alkenyl, Cj-Q alkynyl, C3-C6 cycloalkyl, C4-C7 cycloalkylalkyl, -0(phenyl) or 
-0(benzyl), wherein each of -0(phcnyl) and -0(benzyl) is optionally substituted from 1 to 3 
times with a substituent selected independently at each occurrence thereof from halogen, 
cyano, C1-C4 alkyl, C1-C4 haloalkyl, or C]-C4 alkoxy, or wherein R' is a Ci-Cc alkyl, C2-C6 
alkenyl, Cz-Ce alkynyl. C3-C6 cycloalkyl or C4-C7 cycloalkylalkyl group, then said group is 
optionally substituted with from 1 to 3 substituents selected independently at each occurrence 
thereof from CrCs alkyl, halogen, aryl, -CN, -OR^ and -NR'r'°; provided that for 
compounds of formula lA, R' is Ci-Ce alkyl, Cz-Cs alkenyl, C2-C6 alkynyl, C3-C6 cycloalkyl 
or C4-C7 cycloalkylalkyl, each of which is optionally substituted with from 1 to 3 substituents 
selected independently at each occurrence thereof from C1-C3 alkyl, halogen, aryl, -CN, -OR^ 
and-NR^R"*; 
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provided that for compounds of formula IB, is -0(phenyl), -0{benzyl), -OC(0)r'^ 
or S(0)„R^^, each of -0(phenyl) and -0(benzyl) is optionally substituted from 1 to 3 times 
with a substitucnt selected independently at each occurrence thereof from halogen, cyano, Cj- 
C* alkyl C1-C4 haloalkyl, or C-Ca alkoxy; 

R^ is H, halogen, -S(0)„R•^ -S(0)NR'^R^^ -CN, -C{0)K'\ -C(0)NR'*R^^ -NR"r'\ 
C-Q alkyl, C2-C6 alkcnyl, Ci-Cs alkynyl, C3-C6 cycloalkyl, C4-C7 cycloalkylalkyl, 
-0(phenyl) or -0(benzyt), wherein each of -0(phenyl) and -0(ben2yl) is optionally 
substituted from 1 to 3 times with a substituent selected independently at each occurrence 
thereof from halogen, cyano. C^C^ alkyl, CpCd halolkyl, or C)-C^ alkoxy and wherein is 
a Cj-C6 alkyl, Cj-Ca alkenyl, Qz-C^ alkynyl, C3-C6 cycloalkyl or C4-C7 cydoalkylalkyl group, 
then said group is optionally substituted with from 1 to 3 substituents selected independently 
at each occurrence thereof from CrCj alkyl^halogen, aryl^-CNT-OR' and 
that for compounds of formula IC, R^ is CrCs alkyl, C2-C6 alkenyl, Cj-Cfi alkynyl, C3-C6 
cycloalkyl or C4-C7 cydoalkylalkyl, each of which is optionally substituted; provided that for 
compounds of formula ID, R'* is -©(phenyl), -0(benzyl), .OC(0)R'^ -NR"r'^ or -S(0)nR", 
each of -0(phenyl) and -OCbenzyl) being optionally substituted, wherein R^ and R"* are not 
both H; 

R^ R^ and R^ in compounds of each of the formulae TA, IB, IC, ID, IE and IF are each 
independently H, halogen, -0R'\ -S(0)„R'^ -CN, -C(0)R^^ -NR^^R'^ -C(0)NR'^R'^ 
-NR"C(0)R'\ .NR'^C(0)2R'^ -NR"C(0)NR*^R", C-Ca alkyl, Ci-Ce alkenyl, Cz-Cc 
alkynyl, C3-C6 cycloalkyl or C4-C7 cydoalkylalkyl, wherein each of R^, R* and R' is a Cj-Ce 
alkyl, C2-C6 alkenyU Q-Cft alkynyl, C3-C6 cycloalkyl or C4-C7 cydoalkylalkyl group, then 
said group is optionally substituted with from 1 to 3 substituents selected independently at 
each occurrence thereof from Ci-Cj alkyl, halogen, aryl, -CN, -OR^ and -NR^R'°. or R^ and 
R'' or R^ and R' may be -0-C(R*^)2-0-; provided that for compounds of formula IE at least 
one of R^ or R^ is fluoro, chloro, or methyl; or R^ or R* are each independently -0-C(R*^)2-0- 
in compounds of the formulae IE. but only where r' is fluoro, chloro or methyl; or R^ and R* 
can independently also be -0-C(R'^)2-0- in compounds of the formulae IE. but only where 
R^ is fluoro, chloro or methyl; 

R* is H or halogen, provided that for compounds of formula IF, R* is halogen; 

r' and R^** are each independently H, Cj-C4 alkyl. Ci-Ca haloalkyl, C1-C4 
alkoxyalkyl, C3-C6 cycloalkyl, C4-C7 cydoalkylalkyl, -C(0)R'^, phenyl or benzyl, where 
phenyl or benzyl is optionally substituted from 1 to 3 times with a substitucnt selected 
independently at each occurrence thereof from halogen, cyano, C1-C4 alkyl, CrC4 haloalkyl. 
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or C1-C4 alkoxy; or R** and R^^ are taken together with the nitrogen to which they are attached 
to form piperideine, pyrrolidine, piperazine, N-methylpiperazine, moipholine, or 
thiomorpholino; 

R'^ is H, Ci-Cd alkyl, CrC4 haloalkyl, CpCa alkoxyalkyl, C3-C6 cycloalkyl, C4-C7 
cycloalkylalkyl, -C(0)R*\ phenyl or benzyl, where R" is a C1-C4 alky), phenyl or benzyl 
group, then said group is optionally substituted from 1 to 3 times with a substituent selected 
independently at each occurrence thereof from halogen, cyano, CrC4 alkyl, C1-C4 haloalkyl* 
or C1-C4 alkoxy; 

R*^ is H, amino, C1-C4 aikyl. (C^-C^ alkyl)ainino, C]-C4haloalkyl, C]-C4 alkoxyalkyl, 
C3-C6 cycloalkyl, C4-C7 cycloalkylalkyl, phenyl or benzyl, where phenyl or benzyl is 
optionally substituted from 1 to 3 times with a substituent selected independently from 
halogen, cyano, Ci-Cd alkyl, C1-C4 haloalkyl and CrC4 alkoxy; or R" and R'^ are taken 
together with the nitrogen to which they are attached to form piperidine, pyrrolidine, 
piperazine, N-methylpiperazine, morpholinc, or tbiomorpholine; 

provided that only one of R^ and R'^ or R^ and R'° are taken together with the 
nitrogen to which they are attached to form piperidine, pyrrolidine, piperazine, N- 
methylpiperazine. morpholine, or thiomorpholine; 

r" is Ci-Cd alkyl, C1-C4 haloalkyl or phenyl; 

n is 0, 1 , or 2, and; 

aryl is phenyl which is optionally substituted 1-3 times with halogen, cyano, C1-C4 
alkyl, C^-C^ haloalkyl and C1-C4 alkoxy, or 

an oxide thereof, or a phaimaceutically acceptable salt thereof, wherein the compound 
has a binding affinity for dopamine transporter protein to a binding affinity for 
norepinephrine transporter protein ratio of at least 2:1 and a binding affinity for serotonin 
transporter protein to a binding affinity for norepinephrine transporter protein ratio of at least 
20:1- 

52. The compound of claim 51 , wherein R' is C1-C3 alkyl. 

53. The compoimd of claim 52, wherein R' is CH3. 

54. The compound of claim 5 1 , wherein R^ is H, C1-C4 alkyl or Ci-Cg haloalkyl. 

55. The compound of claim 54, wherein R^ is H or CH3. 
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56. The compound of claim 51, wherein is H or is C1-C4 alkyl, C3-C6 
cycloalkyl or C4-C7 cycloalkylalkyl, each of which is optionally substituted with from 1 to 3 
substituents selected independently at each occurrence thereof from C1-C3 alkyl, halogen, 
aryl, -CN, -OR' and -NR'r'*' or R^ is -0(phenyl) or -O(benzyl) optionally substituted from 1 
to 3 times with a substjtuent selected independently at each occurrence thereof from halogen, 
cyano, C1-C4 alkyl, Ct-C4 haloalkyl, or CrC4 alkoxy. 

57. The compound of claim 56, wherein R^ is methyl, ethyl, propyl, or isopropyl. 

58. The compound of claim 56, wherein R-^ is -0(phenyl) or -0'CH2-(phenyl), 
each of which is optionally substituted ftx>m 1 to 3 times with a substituent selected 
independently at each occurrence thereof from halogen, cyano, Ci-Ca alkyl, C]-C4 haloalkyl, 
or C1-C4 alkoxy. 

59. The compound of claim 56, wherein R^ is H. 

60. The compound of claim 51, wherein R* is H, or R** is -NR"r'^ or R"* is C1-C4 
alkyl, C3-C6 cycloalkyl or C4-C7 cycloalkylalkyl, each of which is optionally substituted, or 
wherein R'* is -0(phenyl) or -OCbenzyl), each of which is optionally substituted from 1 to 3 
times with a substituent selected independently at each occurrence thereof from halogen, 
cyano, C1-C4 alkyl, C1-C4 haloalkyl, or CJ-C4 alkoxy. 

61 . The compound of claim 60, wherein R'* is methyl, ethyl, propyl, or isopropyl. 

62. The compoxmd of claim 60. wherein R** is -0(phenyl) or -0(CH2)(phenyl), 
each of which is optionally substituted from 1 to 3 times with a substituent selected 
independently at each occurrence thereof from halogen, cyano, C1-C4 a]kyl, C1-C4 haloalkyl, 
or C1-C4 alkoxy. 

63. The compoimd of claim 60, wherein R^ is H. 

64. The compound of claim 51, wherein R^ and R^ are each halogen. 
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65. The compound of claim 5 1 ^ wherein one of and is H and the other is 

CH3. 



67. The compound of claim 66, wherein R*, R* and R' are each H. 



68. The compound of claim 66, wherein one of R^ or R' is F, CI, or Me and the 



R is C1-C4 alkyl, C3-C6 cycloalkyl or C4-C7 cycloalkylalkyl, each of which is 
optionally substituted, or R^ is -O(phenyl) or -OCbenzyl), each of which is optionally 
substituted, or R^ is H; 

R^ is H, Cj-Q alkyl, Cj-Ct cycloalkyl or C4-C7 cycloalkylalkyl, each of which is 
optionally substituted with from I to 3 substituents selected independently at each occurrence 
thereof from C1-C3 alkyl, halogen, aiyl, -CN, -OR** and -NR^R'*', or R* is -NR^'r", - 
O(phenyl) or -OCbenzyl), wherein said -0(phenyl) or -0(benzyl), is optionally substituted 
from 1 to 3 times with a substituent selected independently at each occurrence thereof fix)m 
halogen, cyano. C1-C4 alkyl, Cr-C* haloalkyl, or C|-C* alkoxy. 

or R^ and R^ are each halogen; 



66. The compound of claim 51 , wherein R^, R*^ and R^ are each H, halogen, -OR", 
-NR"R'^ C-Cs alkyl and substituted C-Cg alkyl. 



m 

other of R^ or R' and R^ are H, halogen, -OR", -NR' 'r'^, or optionally substituted C1-C6 ' ;^ 

r^^->i- 



alkyl. 

69. The compound of claim 68, wherein R^ is F, CI or Me; and R' is H. 

70. The compound of claim 68, wherein R* is F, CI or Me; and R* is H. > § 

71 . The compound of claim 5 1 , wherein R^ is halogen. 

72. The compound of claim 71, wherein R*" is fluoro. 



5| 



si 



73. The compound of claim 5 1 , wherein: 
R' is CrC3 alkyl; 

R^ is H, C1-C4 alkyl or CrCg haloalkyl; 



i 



"^1 
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R^ and R' are each halogen. -OR", -NR"R'^ optionally C-Cft alkyl, or one of R' 
and r' is CI, F or Me and the other of R^ and R" and R^ is H, halogen, -NR' *R'^, Ci-Ce alkyl 
or substituted C|-Co alkyl. 

74. The compound of claim 5 1 , wherein: 
R* is CH3; 

R^ is H or CH3; 

R^ is H. F, methyl, ethyl, propyl, isopropyl, -0(phenyl) or -0-CH2-(phenyl), wherein 
said -0{phenyl) or -O-CHi-Cphcnyl) is optionally substituted from 1 to 3 times with a 
substituent selected independently at each occurrence thereof from halogen, cyano. C1-C4 
( alkyl, C1-C4 haloalkyl, or C1-C4 alkoxy; 

R"* is H, F methyl, ethyl, propyl, isopropyl, -0(phenyl) or -0-CH2-(phenyl), wherein 
said -0(phenyl) or -0-CH2-(phenyl) is optionally substituted from 1 to 3 times with a 
substituent selected independently at each occurrence thereof fixjm halogen, cyano, C1-C4 
alkyl, C1-C4 haloalkyl, or C1-C4 alkoxy; 

R^, R* and R' are each H or R^ is F, CI or Me, or one of R** or R' is H and the other of 
R** and R'' is halogen, -OR", -NR"R^^, or optionally substituted C,-C6 alkyK 

75. The compound of claim 73, wherein R* is halogen. 

76. The compound according to claim 51 , wherein the carbon atom designated * is 
in the R configuration. 

77. The compound according to claim 5 1 , wherein the carbon atom designated * is 
in the S configuration. 

78. A composition comprising a mixture of stereoisomeric compounds of claim 5 1 
wherein the carbon atom designated * is in the S or R configuration. 



79- The compound according to claim 5 1 , selected from the group consisting of 




the following compounds: 

4-(4-methoxy)phenyl-2,7-dimethyl-l,2,3,4-tctrahydroisoquinoline; 
2,7-dimethyl-4-(4-fluoro)phenyl-l ,2,3 ,4-tctrahydroisoquinoline; 
2,7-dimethyI-4-(3-fluoro)phenyl-l,2,3.4-tctrahydroisoquinoline; 
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4-(3^4_<jifluoro)phenyl-2,7-dimethyl-l,2,3,4-tetrahydroisoquinoline; 
2,7-dimethyl-4-(4-fluoro-3-methyl)phenyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3 -chloro-4-fluoro)phenyl-2.7-dimethyl- 1 ,2,3,4-tetrahydroisoquinoline; 
4-(3-chloro)phenyl-2j7-dimethyl-l,2,3,4-tctrahydrQisoqumolinc; 
2,7-dimethyl-4-(4-mcthyl)phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 
2,7-dimethyl-4-(3 -fluoro-4-methyl)phenyl- 1 ,2 ,3 ,4-tetrahydroisoquinoline; 
4-(4.chloro)phenyl-2,7-diinethyl-l,2,3,4-tetTahydroisoquinoline; 
4-(4-chloro-3-fluoro)phcnyl-2,7-dirnethyl-l,2,3,4-tetrahydToisoqiiinoline; 
4-(3 ,4-dichloTo)phenyl-2,7-dimethyl- 1 ,2,3 ,4-tetrahydroisoqumoline; 
7-ethyl-2-inethyl-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3 ,4-difluoro)phenyl-7-ethyl-2-mcthyl- 1 ,2,3,4-tetrahydroisoquinoline; 
7-flvioro-4-(4-methoxy)phenyl-2-nnethyl- 1 ,2,3,4-tetrahydroisoquinoline; 
7-fluoro-4-(3-fluoro-4-inethoxy)phenyl-2-methyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
7-fluoro-4-(3-fluoro-4-methyl)phenyl-2-methyM,2,3,4-tetrahydroisoquinolinc; 
7-fluoro-4-(4-chloro-3-fluoro)phenyl-2-methyl-l,2,3,4-tetrahydroisoquinoline; 
4-(3,4-difluoro)phenyI-7-fluoro-2-methyl- 1 ,2,3,4-tetrahydroisoquinoline; 
4-(3-chloro)phenyl-7-fluorO'2-methyl- 1 ,2,3,4-tetrahydroisoquinoline; 
7-cyano-2-methyl-4-phcnyl- 1 ,2,3D4-tetrahydroisoquinoline; 
2-methyl'4-phenyl-7-trifluoromethyl- 1 ,2,3,4-tetrahydroisoquinoline; 
4-phenyl-l ,2,7-trimcthyl- 1 ,2.3,4-tetrahydroisoquinoHne; 
4-phenyl-2,7,8-trifluoroniethyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 

2.7- dimethyl-8-fluoro-4-phenyl-l,2,3,4-tetrahydroisoquinoline; 

2.8- dimetfayl-7-fluoro-4-phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 
2-methyl-7-phenoxy-4-phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 
7-(4-methoxy)phenoxy-2-mcthyl-4-phcnyl-l,2,3,4-tetrahydroisoquinoline; 
7-ben2yloxy-2-methyl-4-phenyl- 1 ,2,3,4-tetrahydroisoquinoline; 
2,8-dimethyl-4-(4-fluoro)phenyl-l,2,3»4-tetrahydroisoquinoljne; 
4-(3,4-difluoro)phenyl-2,8-dimethyl- 1 ,2,3,4-tetrahydroisoquinoline; 

4-(3 ,5-difluoro)phenyl-2,8-dimethyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
2,8-dimethyl-4-(3-fluoro)phenyl-l,2,3,4-tetrahydroisoquinoline; 
2,8-dimethyl-4-(4-fIuoro-3-methyl)phenyl- 1 ,2,3,4-tctrahydroisoquinoline; 
4-(3-chloro-4-fluoro)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoquinohne; 
4-(3 ,4-dichloro)phenyl-2, 8-dimethyl- 1 ,2,3 ,4-tetrahydroisoquinoline; 
4-(3-chloro)phenyI-2,8-dimethy]- 1 ,2,3.4-tetrahydroisoquinoline; 
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4-(4-chloTo)phenyl-2,8-dimethyl-l,2,3,4'teirahydroisoquinoline; 
4"{4-chloro-3-fluoro)phenyl-2,8-dimethyl-l,2,3,4.tetrahydroisoc)uinoline; 

2,8-dimcthyl-4-(4-methoxy)phenyl-l ,2,3 ,4-tetrahydrDisoquinolinc; 

4-(4-cyano)phenyl-2,8-dimethyl-l,2,3,4-tetrahydroisoqu)nolmc; 

2,8-dimethyl-4-(4-trifluoromethyl)phenyl-l,2,3,4-tetrahydroisoquinoline; 

2,8-dimcthyl-4-(4-methyl)phenyl-l,2,3,4-tetrahydroisoqumoline; 

2-methyl-8-(N-methylamino)methyl-4-phenyl-l,2,3,4-tetrahydroisoquinolinc; 

8-(hydroxy)Tnethyl-2-methyl-4-phenyl-U2,3,4-tctrahydroisoqumoline; 

2-methyI-4-phcnyl-8-sulfonainide-l,2,3,4-tetrahydroisoquinolme; 

2'-methyl-8-(N-methyl)sulfonainide"4-phenyl-l,2,3,4-tetrahydToisoquinol^ 

4-(3,5-difluoro)phenyl-2J-dimetliyl-l,2,3,4-tctrahydroisoquinoUne; 

4-(3-chloro-5-fluoro)phenyl-2J-dimethyl-l,23r4"tetrahydroisoquinolm^ 

4-C3,5-difluorophenyl-l,2,7-triTnethyl-l,2,3,4-tetrahydroisoquinoline; 

(8-fluoro-2-methyl-4-phenyl-1,2,3,4-tetrahydro-7-isoqumolinyl)-N-methylm 

ne; 

2-mcthyl-4-phenyl- 1 ,2,3 ,4-tetrahydro-7-isoquinoHnyl)-N-Tncthylmethanainine; 
N-methyI(2-Tnethyl-4-phenyM,2,3,4-tetrahydro- 
7-isoqiiinolinyl)-N-inethylmethan amine;, 

(2-methyl-4-phenyM,2,3,4-tetrahydro-7-isoqmnolinyl)methanol; and 
an oxide thereof, or a pharmaceutically acceptable salt thereof. 
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81. The compound according to claim 5 1 , wherein tKB5^enantiomer is selected from 
the group consisting of the following compounds: 
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82. The compound according to claim 79, which is the (+) stereoisomer. 

83. The compound according to claim 79, which is the (-) stereoisomer. 
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84, A phaimaceutical composition comprising a phaimaccutically acceptable 
carrier and a therapeutically effective amount of the compound of claim 51. 



85. A method of treating a disorder which is created by or is dependent upon 
decreased availability of serotonin, norepinephrine or dopamine, which comprises 
administering to a patient in need of such treatment a therapeutically effective amount of a 
compound according to claim 51 , or a pharmaccutically acceptable salt thereof. 

86. The method according to claim 85, wherein the disorder is selected from the 
group: attention deficit disorder, hyperactivity disorder, anxiety, depression, post-traumatic 
stress disorder, supranuclear palsy, eating disorders, obsessive compulsive disorder, 
analgesia, nicotine addiction/panic attacks, Parkinsonism and phobiaT obesity, Tate luteal 
phase syndrome or narcolepsy, cocaine addition, amphetamine addiction, and psychiatric 
symptoms anger such as, rejection sensitivity, and lack of mental or physical energy. 

87. A method of inhibiting synaptic norepinephrine uptake in a patient in need 
thereof comprising administering a therapeutically effective inhibitory amount of a 
compound according to claim 5 1 . 

88. A method of inhibiting synaptic serotonin uptake in a patient in need thereof 
comprising administering a therapeutically effective inhibitory amount of a compound 
according to claim 5 1 . 

89. A method of inhibiting synaptic dopamine uptake in a patient in need thereof 
comprising administering a therapeutically effective inhibitory amount of a compound 
according to claim 51. 

The method of claim 85 wherein the (+)-stereoisomer of the compound is 
The method of claim 85, wherein the (-)-stereoisomer of the compound is 
The method of claim 85 for treating attention deficit/hyperactivity disorder. 



90. 

employed, 
91. 

employed. 
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